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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Phenoxyacetic acid derivs. [I; Rl = (un)branched Cl-6 alkyl, H; XI, X2 = Cl-6 
alkyl; e.g., Et (-)-2-[4-[2-[ [ (1S,2R) -2 -hydroxy- 2- ( 4-hydroxyphenyl ) -1- 
methylethyl] amino] ethyl] -2, 5-dimethylphenoxy] acetate hydrochloride, m.p. 196- 
197°] are prepared in high yield and selectivity by: (A) etherif ication of an 
acetal-cbntaining phenol [II; R2 = (un)branched Cl-6 alkyl; CR2R2 = 5- or 6- 
membered ring] with a carboxylate ester ZCH2C02R1 (Z = leaving group) to give 
the acetal-containing phenoxyacetate (III); (B) reductively converting the 
acetal into an aldehyde (IV); (C) reductively aminating the aldehyde with 1- 
( 4-hydroxyphenyl) -l-hydroxy-2 -propylamine, preferably, 4-hydroxynorephedrine 
to give the corresponding free base I; and (D) optional salification of the 
fee base with a pharmaceutically acceptable salt. 
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AB Dimethylbenzenes I (Rl - lower alkyl; R2 = lower alkyl, H; R3 - H, CH2C02R; R 
= lower alkyl; X = H, OH) are prepared as intermediates for the 
phenoxyacetates II (R = lower alkyl) or their salts. 2,5-Xylenol (100 g) was 
treated with glyoxal di-Me acetal and NaOH in H20 at 55° for 5 h to give 150 g 
I (Rl = R2 = Me, R3 = H, X = OH), which was converted into II (R = Et) in 4 
steps . 
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intermediates ) 
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CN Acetic acid, [ 4 -( 2-ethoxy-2-hydroxyethyl ) -2 , 5-dimethylphenoxy ]- , ethyl 
ester (9CI) (CA INDEX NAME) 
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' ENTERED AT 08 



E PHENYOXYACETIC ACID/CN 5 
L*** DEL 428719 FILE CAPLUS 



=> d 
LI 



13 que stat 



STR 
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2 10 ill 
.C. 3 .0 C 1 
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NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 15 

STEREO ATTRIBUTES: NONE 

L3 3 SEA FILE=REGISTRY SSS FUL LI 

100.0% PROCESSED 461 ITERATIONS 3 ANSWERS 

SEARCH TIME: 00.00.01 



=> log y 

STN INTERNATIONAL LOGOFF AT 08:42:55 ON 10 AUG 2007 



